Webtable 1: Baseline cystatin C by treatment allocation

Simvastatin

plus
ezetimibe Placebo
Cystatin C (mg/dL) (n=3116) (n=3129)
Mean (SD) 2.55(0.98) 2.55(0.97)
<2.0 1022 (34%) 1019 (34%)
>2.0 to <3.0 1126 (37%) 1160 (38%)
>3.0 857 (29%) 844 (28%)
Not available 111 106

Cystatin C concentration updated at 1 year for patients originally allocated simvastatin only who were rerandomised to
ezetimibe/simvastatin or placebo. Percentages exclude participants for whom data were not available for that category.
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Webtable 2: Number of local creatinine measurements per person and estimated rate of change
in eGFR (among the 6027 patients not on dialysis at randomisation with baseline eGFR
available)

Rate of change in eGFR (ml/min/1.73m?/yr)
among patients with >1 local creatinine

Central
baseline

eGFR Mean (SD)
No. local No. Total no. (ml/ excluding
eGFRs patients eGFRs min/1.73m?) Mean (SD) Outliers* outliers
1 219 219 15.8 (12.2) .
2 327 654 16.2 (10.6) 6.3 (23.4) . -
3 444 1332 17.9 (10.7) -4.7 (12.0) . -
4 387 1548 19.8 (11.6) -3.9 (6.6) 4 -4.1(6.5)
5 386 1930 22.9 (11.2) -3.7 (6.2) 4 -3.5(5.9)
6 364 2184 24.5 (11.8) 2.5 (4.9) 3 2.7 (4.2)
7 410 2870 26.0 (12.2) 2.1 (4.0) 9 -2.3(3.1)
8 357 2856 26.8 (11.9) -2.5(3.1) 2 -2.5(3.1)
9 338 3042 27.0 (11.6) -1.9(2.7) 1 -2.0 (2.6)
10 780 7800 31.6 (13.4) -1.0 (2.5) 8 -1.0 (2.5)
11 666 7326 32.1 (13.6) -0.8 (2.4) 13 0.9 (2.2)
12 493 5916 31.3 (10.0) -0.6 (2.0) 4 -0.7 (1.8)
13 427 5551 32.4 (10.3) 0.7 (1.7) 1 0.7 (1.7)
14 261 3654 31.1(9.9) -0.8 (1.4) 0 0.8 (1.4)
15 116 1740 31.3(9.2) -1.1(1.7) 1 -1.0 (1.6)
16+ 52 885 31.8 (13.6) 0.5 (2.1) 0 -0.5(2.1)

Local creatinines recorded after the date of ESRD are excluded

* Number of patients whose average deviation from own fitted slope was >9.0 mL/min/1.73m?
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Web figure 1: Effects of allocation to simvastatin plus ezetimibe on end stage renal disease
or death by baseline characteristics, among 6245 patients not on dialysis at randomisation

Placebo
(n=3129)

Risk ratio (95% Cl)

4144 (9.1%)
219/1055 (20.8%)
678/1319 (51.4%)

551/606 (90.9%)

256/459 (55.8%)

1256/2670 (47.0%)

1123/2421 (46.4%)

389/708 (54.9%)

886/1929 (45.9%)
626/1200 (52.2%)

280/539 (51.9%)
353/736 (48.0%)
394/881 (44.7%)
485/973 (49.8%)

1315/2750 (47.8%)

Simvastatin
plus ezetimibe
(n=3116)
MDRD estimated eGFR (mL/min/1.73m 2 (xi: 0.50; p=0.48)
>60 9/44 (20.5%)
=30 <60 2441100 (22.2%)
215 <30 618/1246 (49.6%)
<15 551/613 (89.9%)
Previous vascular disease ( xf:O.Sl; p=0.37)
Yes 271/473 (57.3%)
No 1205/2643 (45.6%)
Diabetes ( x5=0.00; p=0.97)
No diabetes 1083/2398 (45.2%)
Diabetes 393/718 (54.7%)
Sex (x2=2.73; p=0.10)
Male 911/1953 (46.6%)
Female 565/1163 (48.6%)
Age at randomisation (years) ( xi: 0.25; p=0.62)
40-49 273/530 (51.5%)
50-59 330/753 (43.8%)
60-69 385/863 (44.6%)
=70 488/970 (50.3%)
Current smoker ( xf: 0.79; p=0.37)
No 1292/2733 (47.3%)
Yes 184/383 (48.0%)

Systolic BP (mm Hg) ( x;= 0.03; p=0.86)

<140 712/1622 (43.9%)
>140 <160 465/966 (48.1%)
>160 <180 216/398 (54.3%)
>180 80/126 (63.5%)
Diastolic BP (mm Hg) ( x’=1.12; p=0.29)

<80 693/1477 (46.9%)
>80 <90 448/958 (46.8%)
>90 <100 230/487 (47.2%)
>100 102/187 (54.5%)

Total cholesterol (mmol/L) ( xi: 0.05; p=0.82)

<4.5 525/1035 (50.7%)
245<55 502/1065 (47.1%)
=5.5 395/903 (43.7%)

LDL cholesterol (mmol/L) ( xf:0.44; p=0.51)

<25 541/1039 (52.1%)
>2.5<3.0 337/729 (46.2%)
>3.0 543/1234 (44.0%)

HDL cholesterol (mmol/L) ( xf= 1.41; p=0.24)

<1.0 571/1137 (50.2%)
>1.0 <1.2 353/734 (48.1%)
>1.2 496/1130 (43.9%)

Triglycerides (mmol/L) ( xi: 1.20; p=0.27)

<15 471/987 (47.7%)
>1.5<2.0 294/611 (48.1%)
22.0 656/1404 (46.7%)
Body-mass index (kg/m 2) (xi: 0.15; p=0.70)

<24 445/839 (53.0%)
>24 <28 500/1050 (47.6%)
>28 496/1163 (42.6%)

Cystatin C (mg/dL) ( X:= 0.90; p=0.34)

<2.0 190/1022 (18.6%)
>2.0<3.0 533/1126 (47.3%)
>3.0 699/857 (81 6%)
Urinary albumin:creatinine ratio (mg/g) ( x1 0.03;
<30 143/545 (26.2%)
30 to 300 404/1032 (39.1%)
>300 793/1202 (66.0%)

All patients not on dialysis
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540/1041 (51.9%)
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Web figure 2: Effects of allocation to simvastatin plus ezetimibe on end stage renal disease
or doubling in creatinine by baseline characteristics, among 6245 patients not on dialysis

at randomisation

Simvastatin
plus ezetimibe
(n=3116)

Placebo
(n=3129)

Risk ratio (95% Cl)

MDRD estimated eGFR (mL/min/1.73m 2 (xi: 0.00; p=0.97)

>60 6/44 (13.6%)
>30 <60 164/1100 (14.9%)
>15 <30 502/1246 (40.3%)
<15 477/613 (77.8%)
Previous vascular disease ( xf:4.27; p=0.04)

Yes 184/473 (38.9%)
No 1005/2643 (38.0%)
Diabetes ( x5=0.33; p=0.56)

No diabetes 928/2398 (38.7%)
Diabetes 261/718 (36.4%)
Sex (x2=0.43; p=0.51)

Male 700/1953 (35.8%)
Female 489/1163 (42.0%)
Age at randomisation (years) ( xi: 0.19; p=0.66)
40-49 280/530 (52.8%)
50-59 319/753 (42.4%)
60-69 319/863 (37.0%)
>70 271/970 (27.9%)
Current smoker ( xf: 0.56; p=0.45)

No 1032/2733 (37.8%)
Yes 157/383 (41.0%)

Systolic BP (mm Hg) ( x;= 0.89; p=0.34)

<140 598/1622 (36.9%)
2140 <160 371/966 (38.4%)
2160 <180 159/398 (39.9%)
=180 58/126 (46.0%)

Diastolic BP (mm Hg) ( x’=0.25; p=0.62)

<80 507/1477 (34.3%)
>80 <90 389/958 (40.6%)
>90 <100 203/487 (41.7%)
>100 88/187 (47.1%)

Total cholesterol (mmol/L) ( xi: 0.38; p=0.54)

<45 375/1035 (36.2%)
>45<5.5 438/1065 (41.1%)
>5.5 336/903 (37.2%)

LDL cholesterol (mmol/L) ( xf:0.39; p=0.53)

<25 401/1039 (38.6%)
>2.5<3.0 2771729 (38.0%)
>3.0 470/1234 (38.1%)

HDL cholesterol (mmol/L) ( xf= 0.36; p=0.55)

<1.0 445/1137 (39.1%)
>1.0<1.2 293/734 (39.9%)
>1.2 409/1130 (36.2%)

Triglycerides (mmol/L) ( xi: 0.23; p=0.63)

<15 370/987 (37.5%)
21.5<2.0 236/611 (38.6%)
2.0 542/1404 (38.6%)
Body-mass index (kg/m ?) (xi: 0.09; p=0.76)

<24 353/839 (42.1%)
224 <28 410/1050 (39.0%)
=28 402/1163 (34.6%)

Cystatin C (mg/dL) ( xf: 0.31; p=0.58)

<2.0 140/1022 (13.7%)
>2.0<3.0 434/1126 (38.5%)
>3.0 575/857 (67 1%)
Urinary albumin:creatinine ratio (mg/g) ( x1 0.42;
<30 83/545 (15.2%)
30 to 300 327/1032 (31.7%)
>300 685/1202 (57.0%)

All patients not on dialysis
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4144 (9.1%)
160/1055 (15.2%)
568/1319 (43.1%)

483/606 (79.7%)

157/459 (34.2%)

1100/2670 (41.2%)

979/2421 (40.4%)
278/708 (39.3%)

724/1929 (37.5%)
533/1200 (44.4%)

292/539 (54.2%)
352/736 (47.8%)
345/881 (39.2%)
268/973 (27.5%)

1085/2750 (39.5%)

172/379 (45.4%)

603/1637 (36.8%)
408/968 (42.1%)
193/404 (47.8%)

51/115 (44.3%)

539/1508 (35.7%)
400/939 (42.6%)
228/498 (45.8%)

85/172 (49.4%)

423/1016 (41.6%)
430/1101 (39.1%)
362/907 (39.9%)

446/1041 (42.8%)
281/728 (38.6%)
488/1255 (38.9%)

493/1214 (40.6%)
307/751 (40.9%)
415/1059 (39.2%)

392/970 (40.4%)
254/636 (39.9%)
569/1418 (40.1%)

369/805 (45.8%)
427/1069 (39.9%)
445/1203 (37.0%)

160/1019 (15.7%)
473/1160 (40.8%)
581/844 (68.8%)

p=0.52)

95/562 (16.9%)
382/1076 (35.5%)
676/1155 (58.5%)

1189/3116 (38.2%) 1257/3129 (40.2%)
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Web figure 3: Effects of allocation to simvastatin plus ezetimibe on end stage renal disease
by other baseline characteristics, among 6245 patients not on dialysis at randomisation

Simvastatin
plus ezetimibe
(n=3116)

Placebo
(n=3129)

Risk ratio (95% Cl)

Previous vascular disease ( xi:4.55; p=0.03)

Yes 163/473 (34.5%)
No 894/2643 (33.8%)
Diabetes ( x5=0.00; p=0.95)

No diabetes 826/2398 (34.4%)
Diabetes 231/718 (32.2%)
Sex (xi:0.14; p=0.71)

Male 622/1953 (31.8%)
Female 435/1163 (37.4%)
Age at randomisation (years) ( xi: 0.12; p=0.73)
40-49 257/530 (48.5%)
50-59 278/753 (36.9%)
60-69 287/863 (33.3%)
=70 235/970 (24.2%)
Current smoker ( xi: 0.44; p=0.51)

No 918/2733 (33.6%)
Yes 139/383 (36.3%)

Systolic BP (mm Hg) ( x3= 0.21; p=0.64)

<140 529/1622 (32.6%)
>140 <160 330/966 (34.2%)
>160 <180 142/398 (35.7%)
>180 54/126 (42.9%)

Diastolic BP (mm Hg) ( X3=0.82; p=0.36)

<80 450/1477 (30.5%)
>80 <90 352/958 (36.7%)
>90 <100 180/487 (37.0%)
>100 741187 (39.6%)

Total cholesterol (mmol/L) ( xf: 0.79; p=0.38)

<4.5 341/1035 (32.9%)
245<55 378/1065 (35.5%)
=55 302/903 (33.4%)

LDL cholesterol (mmol/L) ( xf:OAl; p=0.52)

<2.5 364/1039 (35.0%)
>2.5<3.0 242/729 (33.2%)
>3.0 414/1234 (33.5%)

HDL cholesterol (mmol/L) ( xi: 0.53; p=0.47)

<1.0 399/1137 (35.1%)
>1.0<1.2 252/734 (34.3%)
>1.2 368/1130 (32.6%)

Triglycerides (mmol/L) ( x3= 1.19; p=0.28)

<1.5 327/987 (33.1%)
21.5<2.0 214/611 (35.0%)
>2.0 479/1404 (34.1%)
Body—mass index (kg/m ) (xl 0.20; p=0.66)

<24 311/839 (37.1%)
>24 <28 363/1050 (34.6%)
>28 362/1163 (31.1%)

Cystatin C (mg/dL) ( xi: 0.01; p=0.94)

<2.0 85/1022 (8.3%)
>2.0 <3.0 381/1126 (33.8%)
>3.0 555/857 (64.8%)

Urinary albumin:creatinine ratio (mg/g) ( X1

<30 68/545 (12.5%)
30 to 300 281/1032 (27.2%)
>300 621/1202 (51.7%)

All patients not on dialysis
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131/459 (28.5%)
953/2670 (35.7%)

854/2421 (35.3%)
230/708 (32.5%)

628/1929 (32.6%)
456/1200 (38.0%)

254/539 (47.1%)
308/736 (41.8%)
295/881 (33.5%)
227/973 (23.3%)

937/2750 (34.1%)
147/379 (38.8%)

519/1637 (31.7%)
354/968 (36.6%)
167/404 (41.3%)

42/115 (36.5%)

463/1508 (30.7%)
341/939 (36.3%)
200/498 (40.2%)

76/172 (44.2%)

375/1016 (36.9%)
364/1101 (33.1%)
306/907 (33.7%)

391/1041 (37.6%)
244/728 (33.5%)
410/1255 (32.7%)

418/1214 (34.4%)
269/751 (35.8%)
358/1059 (33.8%)

347/970 (35.8%)
225/636 (35.4%)
473/1418 (33.4%)

317/805 (39.4%)
367/1069 (34.3%)
385/1203 (32.0%)

83/1019 (8.1%)
407/1160 (35.1%)
554/844 (65.6%)
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Web figure 4: Effects of allocation to simvastatin plus ezetimibe on end stage renal disease
by other baseline characteristics, among 6245 patients not on dialysis at randomisation

Simvastatin
plus ezetimibe
(n=3116)

Risk ratio (95% CI)

Ethnicity ( X3=0.05; p=0.82)

White 770/2248 (34.3%)
Black 20/62 (32.3%)
Asian 241/748 (32.2%)

Other/not specified 26/58 (44.8%)

Renal diagnosis ( x§: 14.31; p=0.05)

Glomerulonephritis 192/528 (36.4%)
Diabetic nephropathy 152/445 (34.2%)
Hypertensive/renovascular 179/641 (27.9%)
Cystic kidney disease 225/329 (68.4%)
Pyelonephritis 54/198 (27.3%)
Other known cause 136/452 (30.1%)
Unknown cause 91/405 (22.5%)
Unavailable 28/118 (23.7%)

Antiplatelet therapy ( xi:5.44; p=0.02)
Yes 197/614 (32.1%)
No 860/2502 (34.4%)

Oral anticoagulant ( xi:O.14; p=0.71)

Yes 19/82 (23.2%)
No 1038/3034 (34.2%)
ACE / ARB (X2= 0.01; p=0.94)

Yes 648/1912 (33.9%)
No 409/1204 (34.0%)
Beta—blocker ( xi= 0.95; p=0.33)

Yes 424/1119 (37.9%)
No 633/1997 (31.7%)

Calcium channel blocker ( xf: 0.41; p=0.52)

Yes 578/1388 (41.6%)
No 479/1728 (27.7%)
Diuretic ( X>= 0.30; p=0.58)

Yes 529/1397 (37.9%)
No 528/1719 (30.7%)
Erythropoiesis stimulating agent ( xf= 0.16; p=0.69)
Yes 239/409 (58.4%)
No 818/2707 (30.2%)
Sevelamer (xf:0.25; p=0.62)

Yes 34/40 (85.0%)
No 1023/3076 (33.3%)

All patients not on dialysis 1057/3116 (33.9%)
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Web figure 5: Mean (95% CI) local eGFR over time by treatment allocation, stratified by
the number of local eGFRs recorded for each patient (black=placebo, white=simvastatin
plus ezetimibe)
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